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VaccinationIntroduction: In 2013, the Netherlands Pharmacovigilance Center Lareb published an overview of reports
of long-lasting fatigue following bivalent HPV-vaccination (2vHPV). After an update of this overview in
2015, concerns regarding the safety of 2vHPV was picked up by the media, which led to further reports
of long-lasting fatigue. Therefore, the Dutch National Institute for Public Health and the Environment
(RIVM) investigated a possible association between HPV-vaccination and long-term fatigue.
Methods: In this retrospective cohort study conducted in the Integrated Primary Care Information data-
base, we investigated the occurrence of chronic fatigue syndrome (CFS), fatigue 6 months and 3–
6 months in all girls born in 1991–2000 during the follow-up period January 1st 2007-December 31st
2014 (2007–2008 pre-vaccination and 2009–2014 post-vaccination). Patients with certain fatigue
6 mwere asked for consent to link their primary care information with vaccination data. Incidence rates
per 10,000 person years (PY) for 12–16-year-old girls were compared between pre- and post-HPV-
vaccine era. A self-controlled case series (SCCS) analysis was performed using consenting vaccinated
cases. A primary high-risk period of 12 months after each dose was defined.
Results: The cohort consisted of 69,429 12–16-year-old girls accounting for 2758 PY pre-vaccination and
57,214 PY post-vaccination. Differences between pre- and post-vaccination incidences (CFS: 3.6 (95% CI
0.5–25.7)/10,000 PY and 0.9 (0.4–2.1); certain fatigue 6 m: 7.3 (1.8–29.0) and 19.4 (16.1–23.4); certain
fatigue 3–6 m: 0.0 and 16.6 (13.6–20.3), respectively) were not statistically significant. SCCS analyses in
16 consenting vaccinated cases resulted in an age-adjusted RR of 0.62 (95%CI 0.07–5.49).
Conclusions: Fatigue 6 m and 3–6 m was frequently found among adolescent girls, but CFS was rarely
diagnosed. No statistically significant increased incidence rates were found post-vaccination compared
to similar age groups of girls pre-vaccination. The SCCS analysis included a low number of cases but
revealed no elevated risk of certain fatigue 6 m in the high-risk period.
 2018 The Authors. Published by Elsevier Ltd. This is anopenaccess article under the CCBY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/).1. Introduction
Since 2006, the bivalent HPV vaccine (2vHPV) has been licensed
for the prevention of cervical cancer. In the Netherlands, routine
2vHPV vaccination of 12-year-old girls was introduced in the
National Immunization Program (NIP) in 2010 (born from 1997onwards). In 2009, a catch-up campaign was carried out for girls
born between 1993 and 1996. Vaccination coverage of the catch-
up campaign was 52.3%. Coverage among the regular campaign
increased from 56.0% in 2010 to 61.0% in 2013/2014 but declined
again to 53.4% in 2015 [1].
Several years after the introduction of HPV-vaccination, various
publications raised concerns regarding adverse events (AE) [2–5].
From 2013 onwards, the Danish Health and Medicines Authority
received a number of reports regarding suspected postural
orthostatic tachycardia syndrome (POTS) after vaccination with
the quadrivalent vaccine (4vHPV) and informed the European
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Committee (PRAC) in September 2013. Taking into account all
available information, the PRAC concluded in November 2015 that
the evidence did not support the theory that HPV-vaccines caused
POTS [6], although this conclusion was criticized by the Nordic
Cochrane Center [7].
A frequent andmajor comorbidity of POTS is chronic fatigue syn-
drome (CFS) [8,9]. These two conditions frequently appear together
[10], and the majority of patients with POTS also fulfill the criteria
for CFS [11]. Fatigue is a well-known symptom in adolescence and
often lasts for several months. In 1997, the CFS prevalence was esti-
mated at approximately 10 per 10,000 GP patients and 1–2 per
10,000 teenagers [12–14]. In 2005, van der Linden et al. reported
that the incidence of GP consultation for fatigue (ICPC-code A04
(fatigue/weakness), independent of duration) was 10 per 1000 for
girls around the age of 10 years, and increased to a peak of 48 per
1000 for girls at the age of 15 [15]. Ter Wolbeek et al. performed
a school-based study with questionnaires among adolescents and
found that 20% of girls reported severe fatigue [16]. In 2011, Nijhof
et al. found a CFS incidence of 12 per 100,000 adolescents per year
as diagnosed by a GP or pediatrician [17].
The risk of CFS in relation to the 2vHPV and the 4vHPV vaccine
was investigated in UK and Norway, respectively. No increased risk
of fatigue syndromes for vaccinated girls was found [18–20].
In 2013, the Netherlands Pharmacovigilance Center Lareb pub-
lished an overview of the reports of long-lasting fatigue possibly
associated with 2vHPV [21]. After an update of this overview in
2015, concerns about the safety of the HPV-vaccine was picked
up by the Dutch media. In the month following this media atten-
tion, Lareb received more than one hundred reports concerning
AEs following 2vHPV. In total, Lareb received 256 reports concern-
ing long-lasting fatigue (2 months) between January 1, 2009 and
October 31, 2016, the majority of which were received after the
increased media attention in 2012 and 2015. Based on the analysis
of these reports, Lareb concluded that a causal relation between
2vHPV and long-lasting symptoms could not be confirmed nor
excluded [22]. Recent figures regarding background incidences of
fatigue and CFS in the Netherlands are not available. In addition,
no data in the Netherlands was available stratified by HPV-
vaccination status. Therefore, following the recommendation of
Lareb, the National Institute for Public Health and the Environment
(RIVM) investigated a possible association between 2vHPV and
long-term fatigue.2. Methods
2.1. Study design
A retrospective cohort study among adolescent girls was
conducted to study the possible association between HPV-
vaccination and CFS or long-term fatigue symptoms with a
duration of 6 months and 3–6 months. A cohort analysis was per-
formed on the entire study cohort, to avoid selection and to get
power. Within this cohort, cases with diagnosed CFS or certain fati-
gue 6 m were asked for informed consent to collect their HPV-
vaccination status. Data from the cases that provided consent
was analyzed using a self-controlled case series approach. In this
analysis only vaccinated cases were included; cases act as their
own controls in order to correct for time-independent
confounders.2.2. Setting
The study was conducted using the Integrated Primary Care
Information (IPCI) database (Erasmus Medical Center, the Nether-lands). The IPCI-database is a longitudinal collection of electronic
patient records from Dutch GPs into a central research database
established since 1989. At present, the database contains informa-
tion on more than 1,500,000 patients [23].
2.3. Cohort definition
The study cohort comprised all girls born between 1991 and
2000 for the study period January 1st 2007–December 31st 2014.
The calendar years 2007–2008 were classified as the pre-
vaccination era, and the years 2009–2014 were classified as post-
vaccination. The first date of follow-up was January 1st 2007, or
the date at which 1 year of valid data history in the IPCI-
database was accumulated, whatever was the latest. The end of
follow-up was December 31st 2014 or the end of registration of
the patient, death or last IPCI data delivery.
2.4. Outcome selection
Cases were identified from the electronic records if they met the
following criteria: the International Classification of Primary Care
(ICPC) code A04.01 (chronic fatigue syndrome (CFS)) or ICPC-
codes A04/A04.00 (fatigue/weakness) or ‘moe’ (Dutch for fatigue)
in the free text. This Dutch word covers all synonyms (such as
‘moeheid’ and ‘vermoeidheid’) for fatigue syndromes and thus
was considered as a robust search term. Cases who met any of
the following criteria were excluded: words containing ‘moe’ but
it had nothing to do with fatigue (e.g., moeder = mother). In addi-
tion, we excluded fatigue cases with a concomitant diagnosis other
than those that presented in the inclusion criteria on the same con-
sultation date. Thereafter, selected cases were manually validated
and coded for the onset and duration of the fatigue and concomi-
tant symptoms included in the case definition of CFS [24].
We defined different levels of evidence for long-term fatigue
symptoms:
1. ICPC-code A04.01 (CFS)
2. ICPC-code A04/A04.00 (fatigue/weakness) or ’fatigue’ in the free
text, with a duration of fatigue longer than 6 months and at
least 4 of the following symptoms [24]: malaise after exertion
lasting at least 24 h; unrefreshing sleep; significant deteriora-
tion of short-term memory or concentration; joint pain without
swelling or redness; headaches of a new type, pattern or sever-
ity; tender lymph nodes in the neck or armpit; and regularly or
frequently a sore throat.
3. ICPC-code A04/A04.00 or ’fatigue’ in the free text, with a dura-
tion of fatigue 6 months or as stated by the GP as ’chronic’ and
2–3 of the symptoms (see point 2).
4. ICPC-code A04/A04.00 or ’fatigue’ in the free text with a dura-
tion of fatigue 6 months or as stated by the GP as ’chronic’
and <2 of the symptoms (see point 2).
5. ICPC-code A04/A04.00 or ’fatigue’ in the free text with a dura-
tion of fatigue possibly 6 months (i.e., multiple fatigue con-
sults over time but unknown if the complaints continued over
time or were independent events).
6. ICPC-code A04/A04.00 or ’fatigue’ in the free text with a dura-
tion of the fatigue 3–6 months or as stated by the GP as ’long
lasting’.
7. ICPC-code A04/A04.00 or ’fatigue’ in the free text with a dura-
tion of the fatigue possibly 3–6 months (see also point 5) or
as stated by the GP as ’long lasting’.
The date of onset was obtained from the first fatigue record in
the GP-database, in case a clear date of the start of the fatigue
symptoms was indicated in the record. Because the date of onset
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record in the GP database was used as the index date for statistical
analyses. The duration of fatigue symptoms was defined as the
time of the existence of fatigue as indicated by the patient in the
first fatigue consult by the GP plus the duration of the fatigue
symptoms indicated by the follow-up consults in the GP-
database, i.e., up to the last fatigue consult.
GPs of validated cases with certain fatigue 6 m (level 1–4)
who were eligible for HPV-vaccination, i.e., girls born in 1993–
2000, received an invitation letter to contribute to the study. If
the GP was willing to participate, the selected girls from his/her
practice received an information letter and an informed consent
form through this GP. The informed consent form asked for per-
mission to link their primary care information with the HPV-
vaccination data. For girls younger than 18 years, permission of
her parents/guardians was also required.
2.5. Vaccination status
In the Netherlands, an electronic national immunization regis-
ter called ‘Præventis’ was implemented in 2005 [25]. Præventis
is primarily used for NIP-invitations and to register and validate
administered vaccinations. In addition, Præventis allows for the
production of (sub)national vaccination coverage estimates with
high accuracy and additional research, for instance, on vaccine
safety, by linking it with disease registers. The HPV-vaccination
status and dates of vaccine administration were obtained from this
registry for all girls who gave consent for linkage.
2.6. Statistical analysis
Incidence rates (IRs) of long-term fatigue among 12–16-year-
old girls were calculated for 2007–2008 (pre-vaccination) and for
2009–2013 (post vaccination) by level of evidence (see above) or
a combination of these levels:
 CFS chronic fatigue syndrome (level 1);
 CF6 certain fatigue 6 months (level 1–4);
 PF6 possible and certain fatigue 6 months (level 1–5);
 CF3 certain fatigue 3–6 months (level 6);
 PF3 possible and certain fatigue 3–6 months (level 6–7).
IRs for 2014 were not computed to correct for the need to have
a certain follow-up after the start of fatigue in order to be classified
as long-term fatigue. Incidence rate ratios (IRRs) for the post- ver-
sus pre-vaccination period were calculated and adjusted for age
using Poisson regression.
Within the CF6 cases who provided consent, were HPV-
vaccinated and had sufficient follow-up to capture high- andFig. 1. Inclusion criteria fnon-high-risk time, a self-controlled case series (SCCS) analysis
was conducted to estimate the relative incidence of CF6 following
HPV-vaccine exposure in high-risk periods compared to non-high-
risk periods (Fig. 1), adjusted for age. A primary high-risk period of
12 months following each dose was defined. In this analysis, the
last 6 months of the study period were censored in order to correct
for the need of a certain follow-up for case ascertainment. Since the
potential risk period to develop fatigue after HPV-vaccination is
not clear, sensitivity analyses were performed using two different
high-risk periods, i.e., 6 and 18 months, and one using cases only
for which a date of onset of fatigue symptoms was known.2.7. Ethical approval
This research was exempted from review by the medical ethics
committee of Erasmus Medical Center, Rotterdam, the Netherlands
(protocol number MEC-2015-629).3. Results
3.1. Incidences
The cohort consisted of 69,429 12–16-year-old girls accounting
for 2759 PY pre-vaccination and 57,214 PY post-vaccination.
IRs of CF6 were the lowest, whereas IRs of PF6 and PF3 were
much higher. Post-vaccination, IRs increased with age, peaking at
14–16 years of age and declining thereafter (Fig. 2). The age-
related IR was similar in the pre- and post-vaccination periods,
although the pre-vaccination incidence at 17 years was relatively
high (as were the confidence intervals).
IRs per 10,000 PY of CF6 for 12–16-year-old girls declined
slightly between 2007 and 2009 (13.2 (95%CI 1.9–93.6) and 5.1
(1.3–20.3), respectively) but increased slightly in 2010 to 24.3
(14.9–39.6) and stayed stable up to 2013 (Fig. 3). The IRs of PF6
increased from 2007 up to 302.5 (252.1–362.8) in 2009 and
declined thereafter to 119.8 (105.2–136.4) in 2013. IRs of PF3
remained more or less stable since 2008.
Post-vaccination IRs of CF6 for 12–16-year-old girls were
slightly higher, although not statistically significant, than in the
pre-vaccination period (IRR = 2.70 (0.67–10.9); Table 1). When
comparing IRs of PF6, post-vaccination rates were much lower
than the pre-vaccination rates (IRR = 0.76 (0.60–0.96)). For CF3, a
higher post-vaccination IR was found than for pre-vaccination,
where no cases were found. Post-vaccination IRs for PF3 were only
slightly higher than in the pre-vaccination period (IRR = 1.72
(0.76–3.87)).or the SCCS analysis.
Fig. 3. Incidences of certain and possible fatigue 6 months and 3–6 months per year for 12–16-year-old girls. PY = person years, CF6 = certain fatigue 6 months (criteria 1–
4), PF6 = possible and certain fatigue 6 months (criteria 1–5), PF3 = possible and certain fatigue 3–6 months (criteria 6–7).
Fig. 2. Age distribution of certain and possible fatigue 6 months and 3–6 months in the pre- and post-vaccination period. PY = person years, CF6 = certain fatigue 6 months
(criteria 1–4), PF6 = possible and certain fatigue 6 months (criteria 1 to 5), PF3 = possible and certain fatigue 3–6 months (criteria 6–7). *not estimated, due to restriction of
birth cohorts to 1991–2000.
Table 1
Pre- and post-vaccination period incidences of long-term fatigue for 12–16-year-old girls.
Criteria* Pre-vaccination period (2007–2008) Post-vaccination period (2009–2013) Adjusted IRR# post vs. pre
(95% CI)
N events
(%)
PY Incidence/10,000 PY
(95% CI)
N events
(%)
PY Incidence/10,000 PY
(95% CI)
1 CFS 1 (0.03) 2758 3.6 (0.5–25.7) 5 (0.01) 57,214 0.9 (0.4–2.1) 0.24 (0.03–2.09)
1–4 CF6 2 (0.05) 2758 7.3 (1.8–29.0) 111 (0.17) 57,092 19.4 (16.1–23.4) 2.70 (0.67–10.9)
1–5 PF6 73 (1.91) 2715 268.9 (213.7–338.2) 1117 (1.74) 55,286 202.0 (190.5–214.2) 0.76 (0.60–0.96)
6 CF3 0 (0.00) 2759 0.0 95 (0.15) 57,101 16.6 (13.6–20.3) NA
6–7 PF3 6 (0.16) 2755 21.8 (9.8–48.5) 212 (0.32) 56,924 37.2 (32.6–42.6) 1.72 (0.76–3.87)
PY = person years, CI = confidence interval, CFS = chronic fatigue syndrome (criteria 1), CF6 = certain fatigue 6 months (criteria 1–4), PF6 = possible and certain fatigue
6 months (criteria 1–5), CF3 = certain fatigue 3–6 months (criteria 6), PF3 = possible and certain fatigue 3–6 months (criteria 6–7), IRR = incidence rate ratio.
* According to the criteria described in the methods.
# Adjusted for age.
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Two hundred six GPs (for 484 cases) were contacted to ask for
participation, and 52% responded positively (Table 2). Participatingand non-participating GPs were geographically distributed
throughout the country and comparable regarding practice size.
Slightly more participating GPs are male than non-participating
GPs (73% versus 66%). Consent to allow for linkage was received
Table 3
SCCS analysis with a high-risk period of 12 months after each dose and sensitivity
analysis.
Crude Adjusted for age
(12–13, 14–15,
16–17, 18–19, 20–21 yrs)
High-risk period 12 months
Within high-risk period
N events 2
N person time (days) 5469
Non-high-risk period
N events 14
N person time (days) 24,749
RR (95% CI) 0.51 (0.11–2.41) 0.62 (0.07–5.49)
High-risk period 6 months
Within high-risk period*
N events 0
N person time (days) 2937
Non-high-risk period
N events 16
N person time (days) 27,281
RR (95% CI) NA NA
High-risk period 18 months
Within high-risk period*
N events 2
N person time (days) 8104
Non-high-risk period
N events 14
N person time (days) 22,114
RR (95% CI) 0.27 (0.06–1.24) 0.17 (0.02–1.52)
Cases for which date of symptoms is known, high-risk period 12 months
Within high-risk period*
N events 2
N person time (days) 5469
Non-high-risk period
N events 11
N person time (days) 24,749
RR (95% CI) 0.29 (0.03–2.52)
Table 2
Participation for data linkage between primary care data
and vaccination data (A) and age distribution of cases
included in the SCCS analysis (B).
A. Participation N
GPs who received an invitation letter 206
Consent GPs 107
Potential patients to invite 484
Invited patients 240
Consent patients 49
Vaccinated 37
Follow-up time within the high-risk period 16
B. Age distribution N
12–13 yr. 0
14–15 yr. 8
16–17 yr. 6
18–19 yr. 1
20–21 yr. 1
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(Table 2). Of them, 16 vaccinated cases had a follow-up time in
the high- and non-high-risk periods and therefore could be
included in the SCCS analysis (Table 2). Five of them were vacci-
nated in the catch-up campaign (birth cohort 1993–1996) and 11
through the regular NIP (birth cohort 1997–2000).
One case had a fatigue diagnosis before she received the first
vaccine dose, and for the other 15 cases the median time between
the most recent vaccine dose and the date of first fatigue recorded
in the GP database was 765 days (range 191–1872 days). A lower
risk of fatigue was found in the high-risk period versus the non-
high-risk period (adjusted RR 0.62, 95%CI 0.07–5.49; Table 3). This
lower risk was sustained in the sensitivity analysis with different
high-risk periods and analysis of only cases with a known date of
onset of the fatigue symptoms (Table 3).
4. Discussion
This cohort and SCCS analysis showed no significant increased
association between long-term fatigue and bivalent HPV-
vaccination. Fatigue 6 m and 3–6 m occurred frequently among
adolescent girls, but CFS was rarely diagnosed by the GP. The
cohort analysis had the most power and no selection and consis-
tently showed that the IRs of CFS, fatigue 6 m (CF6 and PF6)
and 3–6 m (CF3 and PF3) were not statistically significantly ele-
vated in the post-vaccination period compared to the pre-
vaccination period. There was no indication that the age pattern,
peaking at age 14–16 years of age, have changed between the
pre- and post-vaccination period, although a somewhat higher
incidence at 17 years of age in the pre-vaccination period. The SCCS
analysis, where HPV-vaccination status was linked on a personal
level, did not show an increased risk of certain fatigue 6 m
(CF6) within 12 months after HPV doses, but because of the low
response for consent of data linkage, this analysis had little power.
Several case reports have been published that described symp-
toms of POTS and/or CFS in relation to 4vHPV [3,26,27]. However,
two observational studies found no association [19,20]. In the UK,
an SCCS approach was applied among 187 vaccinated girls with
CFS to estimate their risk in the 12 months after HPV-
vaccination. No association was found between vaccination with
2vHPV and CFS [19]. Similarly, in Norway, no indication of an
increased risk of CFS/ME (myalgic encephalomyelitis) following
HPV-vaccination was observed among girls in the first six birth
cohorts offered 4vHPV through the NIP [20]. Although study
designs differ, our results are in accordance with the results in
the UK and Norway. Thus, the signals raised by several case reports
were not confirmed in observational studies. In addition, three
reviews also did not detect any unusual reporting of POTS afterHPV-vaccination that would suggest a safety problem [28–30].
Overall, the Global Advisory Committee on Vaccine Safety (GACVS)
concluded that there is still no evidence to suggest a causal associ-
ation between HPV-vaccine and POTS or other diverse symptoms
[31].
In the present study, we found slightly higher but not statisti-
cally significant post-vaccination IRs of CF6 and CF3 than in the
pre-vaccination period (CF6: 19.4 vs. 7.3, IRR = 2.70 (0.67–10.9);
CF3: 16.6 vs. 0.0). When we compared incidences of fatigue 6 m
and 3–6 m including possible cases (PF6 and PF3), the pre- and
post-vaccination incidences were comparable. The number of CF6
and CF3 were very low, especially in the pre-vaccination period
(2 and 0, respectively per 2758 PY, vs. 111 and 95 per 57,214 PY
in the post-vaccination period), since there was only limited
follow-up time in the pre-vaccination period. Media attention on
safety concerns about HPV-vaccination, which have been raised
frequently in the Netherlands (i.e. especially in 2009, March
2012, November 2013, March 2015 and November 2016), often
on chronic fatigue symptoms, could have increased awareness
about this syndrome. This might possibly have led to more GP con-
sultations in those periods leading to a higher estimate of the inci-
dence compared to periods with no media attention. This could
explain the relatively high incidence of fatigue PF6 in 2009. How-
ever, no increased incidence of PF6 was seen in 2012 and 2013.
Of the patients included in the SCCS analysis, one was diagnosed
within 3 months after such increased media attention, however
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were diagnosed at least 6 months following increased media atten-
tion. Therefore, we think that the impact of this media attention
was low in this analysis.
Classification of cases using routine health care records was dif-
ficult. For several girls, there were several fatigue consults over
time. However, in most cases, it was unknown if the complaints
persisted over time or whether these were independent events.
These cases were defined as possible cases. Therefore, we assumed
that the incidence of certain cases is an underestimation and the
incidence of possible cases an overestimation of the true incidence.
This assumption seems to be confirmed when the incidences found
in our study were compared with other Dutch estimations of GP
consultations for fatigue and CFS among adolescents [15,17]. Inci-
dences of possible and certain fatigue 6 m (7.3–268.9 per 10,000
PY) were, despite a wide range, in line with incidences of GP con-
sultations for fatigue (ICPC-code A04, independent of duration)
found by Van der Linden et al. in 2005 (one-year incidence
20.1/1000 girls <18 years) [15]. Post-vaccination CFS incidences
were comparable with the CFS incidence found in the pre-
vaccination period by Nijhof et al. using GP-data from 2008
(12/100,000 adolescents per year) [17]. Our study also showed that
the incidence of fatigue6 m and 3–6 m increased with year of age
to peak at 14–16 years and declined again thereafter. This same
pattern with a peak at 15 years of age was seen among girls in
studies conducted before the introduction of HPV-vaccination in
the Netherlands, such as by M. ter Wolbeek et al. among approxi-
mately 3400 high school students in 2002–2005 (personal commu-
nication), by S. Nijhof et al. among 135 adolescent CFS patients in
2008–2010 [32] and Van der Linden et al. GP consultations for fati-
gue in 2005 [15]. However, in our study, the pre-vaccination inci-
dence at 17 years of age was relatively high. This finding might be
explained by the low amount of person time and cases in the pre-
vaccination period, which resulted in estimations with a wide con-
fidence interval.
Overall, the incidence of fatigue is relatively high in adolescents,
particularly among girls [16]. Life-style characteristics such as
sleep and physical activity, and depression, anxiety and chronic
fatigue-related symptoms are associated with the onset and persis-
tence of fatigue [16,33]. In girls, early menarche and medication
use also play a role [16]. In contrast, CFS is a relatively rare but dis-
abling disorder, which often results in considerable absence from
school leading to long-term consequences for the patients’ educa-
tional and social development [17].
A comprehensive description of CFS is the bio-psycho-social
approach, which distinguishes between predisposing, precipitating
and perpetuating factors at both the biological (such as genetic or
physical vulnerability, trauma or physical stress and disturbed
sleep-wake cycles or disordered food intake) and the psychosocial
level (such as anxiety, depression, personality disorders, somatiza-
tion, stress and physiological trauma) [34]. Changes in social influ-
ences, such as somatization of the parents, a family member with
physical or mental diseases, life events, isolation or excessive med-
ication consumption, might also be a cause of the increasing inci-
dence of long-term fatigue symptoms and/or an increase in
healthcare use due to long-term fatigue symptoms [34].
In a nationwide hospital register-based study in Norway, it was
found that between 2009 and 2014 the incidence rate of CFS
increased annually [20]. However, a similar increase was found
among girls as well as among boys despite only girls being vacci-
nated with the 4vHPV vaccine [20]. In contrast, in the UK no
change in CFS incidence was observed among girls in the three
years following the introduction of 2vHPV [19]. Conversely, a
decreasing trend in fatigue syndromes was observed for boys. This
trend was probably natural random variation, as no other explana-
tion was found [19].One of the strengths of this study was the ability to include fati-
gue cases from a large time period, which included two years
before and six years after introduction of HPV-vaccination. A large
longitudinal database of more than 600 GPs, representative for the
Netherlands, including more than 1.5 million inhabitants was used
[23]. Another advantage of this GP-database was the availability of
free text fields from the GPs. This free text was used to indicate
fatigue symptoms and the duration of the fatigue but also to put
the fatigue symptoms in context to other complaints or diseases.
To use the full potential of this free text, all automatically selected
cases were validated and coded manually.
The relationship between HPV-vaccination and fatigue 6 m
was assessed in two ways: first, an ecological method, comparing
population-based incidence rates before and after introduction of
HPV-vaccination, and second, by using SCCS analysis. This method
was chosen, as it uses only cases, and it controls for confounders
that do not vary over time. In addition, the method was most effi-
cient, given that consent was required to be able to link the vacci-
nation status.
Despite its strength, this study also has several limitations,
given its observational nature. Misclassification of the outcome
may easily occur since the diagnosis of CFS is complex. According
to the case definition, additional symptoms to meet the diagnoses
and exclusion of other illnesses that could cause similar complaints
are required [24]. For this reason, we defined a level of evidence for
CFS depending on the duration of fatigue symptoms and the pres-
ence of additional symptoms as stated in the case definition.
Unfortunately, the presence of these symptoms was largely
unknown, as they were rarely reported in the medical records.
CFS is also a rule out diagnosis; in order to be classified as CFS,
no other somatic or psychiatric cause for fatigue should be present.
We therefore excluded all cases with concomitant diseases on the
same consultation date. This approach possibly has resulted in an
underestimation of incidences as cases with a concomitant disease
that could not explain the fatigue were also excluded. In addition, if
CFS was diagnosed by a specialist, not all GPs might have coded
this as such in their system and therefore could have been missed.
For this reason we chose to select all fatigue diagnoses and thereby
prevented that this kind of cases were missed.
Moreover, the date of onset of fatigue symptoms was largely
unknown or unclear. We therefore used the date of first fatigue
consult as an index date. However, some patients go to their GP
within several days after onset of symptoms, while other patients
wait for up to several years before going to their GP. Therefore, we
performed sensitivity analyses of the cases for which a first date of
onset of fatigue symptoms was known, and these analyses did not
change the conclusion.
Selection issues may have been a problem in the SCCS analysis.
Due to privacy concerns, GP records and vaccination records could
not be linked probabilistically in a de-identified manner similar to
what we had tested successfully before [35]; instead, we had to
approach cases for consent to link their GP data with the vaccina-
tion registry data. Within the IPCI database, approaching patients
can only be done through their participating GP, who holds the
key to identity. Unfortunately, the multiple steps to ask during
the consent process resulted in a low participation rate of both
GPs (52% of invited GPs) and cases (20% of invited patients). Partic-
ipating cases were much more likely to be vaccinated than the reg-
ular vaccination rate, suggesting potential selection bias.
Additionally, the distribution in the date of the first fatigue consult
and onset of symptoms did not differ for cases who gave consent
compared to those who did not, so we have no indication for
response bias in our study. Since the SCCS was only restricted to
vaccinated cases, and the estimate was low, we believe that this
bias may not have affected our conclusion. Nevertheless, if selec-
tion bias is still included this may have led to an overestimation
6802 T.M. Schurink-van’t Klooster et al. / Vaccine 36 (2018) 6796–6802of the relative risk. Given the loss of information and power and
the potential for bias when consent is required, we recommend
that other strategies for linkage be investigated in the Netherlands
if public health is potentially at stake.
5. Conclusions
In this study, no statistically significantly increased post-
vaccination incidence rates of CFS, fatigue 6 m or 3–6 m were
found compared to the pre-vaccination incidence rates for girls
of the same age groups. However, fatigue 6 m and 3–6 m were
frequently found, but CFS was rarely diagnosed, and its incidence
rates were in line with the results of previous studies. Following
linkage of primary care information with the vaccination registry,
no elevated risk of certain fatigue 6 m in the high-risk period of
12 months after each HPV-dose was revealed. We did not find evi-
dence for an increased risk of fatigue syndromes following HPV-
vaccination, although the sample size of the present study was
small. This may result in a lack of power to detect small
differences.
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den (May 28–June 2, 2018).
Declarations of interest
None.
Funding
This work was supported through the Dutch Ministry of Health,
Welfare and Sports. The funder did not have any influence on the
contents or outcomes of the study nor in the decision to publish
the results. MS’s salary was supported by a VICI grant from
ZONMW: grant number 918.96.632.
Acknowledgments
We thank all of the GPs and participants who gave consent for
linking the data. We also thank Petra Oomen of the RIVM for
selecting the vaccination data of the participants. From the Eras-
mus Medical Center, we want to thank Kris Sieradzan, Maria de
Ridder and Johan van der Lei for their contributions to the study.
Finally, we are grateful to Wil Hilgersom from the Netherlands
Pharmacovigilance Center Lareb for providing input on reports of
long-lasting fatigue symptoms.
References
[1] van Lier EA, Geraedts JLE, Oomen PJ, Giesbers H, van Vliet JA, Drijfhout IH, et al.
Immunisation coverage and annual report National Immunisation Programme
in the Netherlands 2016. Bilthoven: RIVM; 2017; RIVM rapport 2017-0010.
http://www.rivm.nl/bibliotheek/rapporten/2017-0010.pdf.
[2] Blitshteyn S, Brook J. Postural tachycardia syndrome (POTS) with anti-NMDA
receptor antibodies after human papillomavirus vaccination. Immunol Res
2017;65:282–4.
[3] Brinth LS, Pors K, Theibel AC, Mehlsen J. Orthostatic intolerance and postural
tachycardia syndrome as suspected adverse effects of vaccination against
human papilloma virus. Vaccine 2015;33:2602–5.
[4] Chandler RE, Juhlin K, Fransson J, Caster O, Edwards IR, Noren GN. Current
safety concerns with human papillomavirus vaccine: a cluster analysis of
reports in VigiBase(R). Drug Saf 2017;40:81–90.
[5] Kinoshita T, Abe RT, Hineno A, Tsunekawa K, Nakane S, Ikeda S. Peripheral
sympathetic nerve dysfunction in adolescent Japanese girls following
immunization with the human papillomavirus vaccine. Inter Med (Tokyo,
Japan). 2014;53:2185–200.[6] European Medicines Agency (EMA). HPV vaccines: EMA confirms evidence
does not support that they cause CRPS or POTS; 2016.
[7] Nordic Cochrane Centre. Complaint to the European Medicines Agency (EMA)
over maladministration at the EMA; 2016.
[8] Hoad A, Spickett G, Elliott J, Newton J. Postural orthostatic tachycardia
syndrome is an under-recognized condition in chronic fatigue syndrome. QJM:
monthly journal of the Association of Physicians 2008;101:961–5.
[9] Schondorf R, Freeman R. The importance of orthostatic intolerance in the
chronic fatigue syndrome. Am J Med Sci 1999;317:117–23.
[10] Schondorf R, Benoit J, Wein T, Phaneuf D. Orthostatic intolerance in the chronic
fatigue syndrome. J Auton Nerv Syst 1999;75:192–201.
[11] Okamoto LE, Raj SR, Peltier A, Gamboa A, Shibao C, Diedrich A, et al.
Neurohumoral and haemodynamic profile in postural tachycardia and chronic
fatigue syndromes. Clin Sci (London, England) 1979;2012(122):183–92.
[12] Bazelmans E, Vercoulen JH, Galama JM, van Weel C, van der Meer JW,
Bleijenberg G. Prevalence of chronic fatigue syndrome and primary
fibromyalgia syndrome in The Netherlands. Ned Tijdschr Geneeskd
1997;141:1520–3.
[13] de Jong LW, Prins JB, Fiselier TJ, Weemaes CM, Meijer-van den Bergh EM,
Bleijenberg G. Chronic fatigue syndrome in young persons. Ned Tijdschr
Geneeskd 1997;141:1513–6.
[14] Versluis RG, de Waal MW, Opmeer C, Petri H. Springer MPPrevalence of
chronic fatigue syndrome in 4 family practices in Leiden. Ned Tijdschr
Geneeskd 1997;141:1523–6.
[15] van der linden MW, van Suijlekom-Smit LWA, Schellevis FG, van der Wouden
JC. Het kind in de huisartsenpraktijk. Tweede nationale studie naar ziekten en
verrichtingen in de huisartsenpraktijk; 2005.
[16] ter Wolbeek M, van Doornen LJ, Kavelaars A, Heijnen CJ. Severe fatigue in
adolescents: a common phenomenon? Pediatrics 2006;117:e1078–86.
[17] Nijhof SL, Maijer K, Bleijenberg G, Uiterwaal CS, Kimpen JL, van de Putte EM.
Adolescent chronic fatigue syndrome: prevalence, incidence, and morbidity.
Pediatrics 2011;127:e1169–75.
[18] Medicines and Healthcare products Regulatory Agency (MHRA). Cervarix HPV
vaccine: update on UK safety experience at end of 4 years use in the HPV
routine immunisation programme; 2012.
[19] Donegan K, Beau-Lejdstrom R, King B, Seabroke S, Thomson A, Bryan P.
Bivalent human papillomavirus vaccine and the risk of fatigue syndromes in
girls in the UK. Vaccine 2013;31:4961–7.
[20] Feiring B, Laake I, Bakken IJ, Greve-Isdahl M, Wyller VB, Haberg SE, et al. HPV
vaccination and risk of chronic fatigue syndrome/myalgic encephalomyelitis: a
nationwide register-based study from Norway. Vaccine 2017;35:4203–12.
[21] Netherlands Pharmacovigilance Centre Lareb. Overview of reports of long –
lasting fatigue following immunisation with Cervarix; 2013.
[22] Netherlands Pharmacovigilance Centre Lareb. Long-lasting adverse events
following immunization with Cervarix. Update 2016; 2016.
[23] Interdisciplinary Processing of Clinical Information.
[24] Fukuda K, Straus SE, Hickie I, Sharpe MC, Dobbins JG, Komaroff A. The chronic
fatigue syndrome: a comprehensive approach to its definition and study. Int
Chron Fatigue Syndrome Stud GroupAnn Intern Med 1994;121:953–9.
[25] van Lier A, Oomen P, de Hoogh P, Drijfhout I, Elsinghorst B, Kemmeren J, et al.
Praeventis, the immunisation register of the Netherlands: a tool to evaluate
the National Immunisation Programme. Euro surveillance: bulletin Europeen
sur les maladies transmissibles = Eur Commun Disease Bullet 2012;17.
[26] Blitshteyn S. Postural tachycardia syndrome following human papillomavirus
vaccination. Eur J Neurol 2014;21:135–9.
[27] Hendrickson JE, Tormey CA. Human papilloma virus vaccination and
dysautonomia: considerations for autoantibody evaluation and HLA typing.
Vaccine 2016;34:4468.
[28] Arana J, Mba-Jonas A, Jankosky C, Lewis P, Moro PL, Shimabukuro TT, et al.
Reports of postural orthostatic tachycardia syndrome after human
papillomavirus vaccination in the vaccine adverse event reporting system. J
Adolescent Health: official publication of the Society for Adolescent Medicine
2017;61:577–82.
[29] Butts BN, Fischer PR, Mack KJ. Human papillomavirus vaccine and postural
orthostatic tachycardia syndrome: a review of current literature. J Child
Neurol 2017;32:956–65.
[30] Phillips A, Patel C, Pillsbury A, Brotherton J, Macartney K. Safety of human
papillomavirus vaccines: an updated review. Drug Saf 2018;41:329–46.
[31] Meeting of the Global Advisory Committee on Vaccine Safety, 7–8 June 2017.
Wkly Epidemiol Rec 2017;92:393–402.
[32] Nijhof SL, Bleijenberg G, Uiterwaal CS, Kimpen JL, van de Putte EM.
Effectiveness of internet-based cognitive behavioural treatment for
adolescents with chronic fatigue syndrome (FITNET): a randomised
controlled trial. Lancet (London, England) 2012;379:1412–8.
[33] ter Wolbeek M, van Doornen LJ, Kavelaars A, Heijnen CJ. Predictors of
persistent and new-onset fatigue in adolescent girls. Pediatrics 2008;121:
e449–57.
[34] Nijhof SL. Chronic Fatigue Syndrome in adolescents: treatment, clinical
features and epidemiology. Utrecht University; 2013.
[35] Schurink-Van’t Klooster TM, de Ridder MA, Kemmeren JM, van der Lei J,
Dekker F, Sturkenboom M, et al. Examining a possible association between
human papilloma virus (HPV) vaccination and migraine: results of a cohort
study in the Netherlands. Eur J Pediatr 2015;174:641–9.
